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<110> APPLICANT: Matsumoto, Yoh-Ichi 

Kimura, Tsuyoshi 

Imaizumi , Atsuchi 

Takedo, Tae 

Co, May Sung 

Vasquez, Maximiliano 

TEIJIN LIMITED 
<120> TITLE OF INVENTION: HUMANIZED ANTIBODIES THAT 

CELL LINE PRODUCING SAME 
<130> FILE REFERENCE: 019026 - 000110US 
<140> CURRENT APPLICATION NUMBER: 09/700851A 
<141> CURRENT FILING DATE: 2002-07-23 
<150> PRIOR APPLICATION NUMBER: WO 99/59629 
<151> PRIOR FILING DATE: 1999-05-19 
<150> PRIOR APPLICATION NUMBER: US 60/086,570 
<151> PRIOR FILING DATE: 1998-05-20 
<160> NUMBER OF SEQ ID NOS : 8 
<170> SOFTWARE: Patentln Ver . 2.1 
<210> SEQ ID NO: 1 
<211> LENGTH: 414 
<212> TYPE: DNA 

Mus musculus 



RECOGNIZE VEROTOXIN II AND 



<213> ORGANISM 
<220> FEATURE: 
<221> NAME/KEY: CDS 
<222> LOCATION: (1)..(414) 
<220> FEATURE: 

<223> OTHER INFORMATION: Figure 
antibody VTml . 1 (MuVTml . 1 
<400> SEQUENCE: 1 
atg aac ttt gtg etc age teg att 
Met Asn Phe Val Leu Ser Ser lie 

1 5 
gtc cag tgt gaa gtg cag ctg gtg 
Val Gin Cys Glu Val Gin Leu Val 
20 

cct gga ggg ccc ctg aaa etc tec 
Pro Gly Gly Pro Leu Lys Leu Ser 
35 40 
agt agt tat ggc atg tct tgg gtt 
Ser Ser Tyr Gly Met Ser Trp Val 

50 55 
gag tgg gtc gca acc att agt act 
Glu Trp Val Ala Thr lie Ser Thr 



1(A) : Heavy chain variable region of mouse 



ttc ctt gec 
Phe Leu Ala 
10 

gag teg ggg 
Glu Ser Gly 
25 

tgt gca gee 
Cys Ala Ala 

cgc cag act 
Arg Gin Thr 

ggt ggt agt 
Gly Gly Ser 



etc att 
Leu lie 

gga ggc 
Gly Gly 



tct 
Ser 

ccg 
Pro 
60 
tac 
Tyr 



gga 
Gly 
45 
gag 
Glu 

acc 
Thr 



tta aaa gga 4 8 
Leu Lys Gly 
15 

tta gtg aag 96 
Leu Val. Lys 
30 

ttc act ttc 144 
Phe Thr Phe 

aag agg ctg 192 
Lys Arg Leu 

tac tac cca 240 
Tyr Tyr Pro 
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D _L 


65 










70 










75 










80 




b 6 


gac 


agt 


gtg 


aag 




cga 


tic 


acc 


due 


tec 


aga 


gac 


aal 


gcc 


aag 


aac 


zoo 


64 


Asp 


Ser 


Val 


Lys 


Gly 


Arg 


Phe 


Thr 


He 


Ser 


Arg 


Asp 


Asn 


Ala 


Lys 


Asn 




65 










85 










90 










95 






67 


gcc 


ctg 


tat 


ctg 


caa 


atg 


age 


agt 


ctg 


agg 


tct 


gag 


gac 


acg 


gcc 


ata 


336 


68 


Ala 


Leu 


Tyr 


Leu 


Gin 


Met 


Ser 


Ser 


Leu 


Arg 


Ser 


Glu 


Asp 


Thr 


Ala 


He 




69 








100 










105 










110 








71 


tat 


tac 


tgt 


gca 


aga 


egg 


ggg 


gac 


gca 


tgg 


ggt 


aac 


ttg 


gac 


tac 


tgg 


384 


72 


Tyr 


Tyr 


Cys 


Ala 


Arg 


Arg 


Gly 


Asp 


Ala 


Trp 


Gly 


Asn 


Leu 


Asp 


Tyr 


Trp 




73 






115 










120 










125 










75 


ggt 


caa 


gga 


acc 


tct 


gtc 


acc 


gtc 


tec 


tea 














414 


76 


Gly Gin 


Gly 


Thr 


Ser 


Val 


Thr 


Val 


Ser 


Ser 
















77 




130 










135 























80 <210> SEQ ID NO: 2 

81 <211> LENGTH: 138 

82 <212> TYPE: PRT 

83 <213> ORGANISM: Mus musculus 

85 <220> FEATURE: 

86 <223> OTHER INFORMATION: Figure 1(A) : Heavy chain variable region of mouse 
-87 antibody VTml . 1 (MuVTml.l) . 

89 <400> SEQUENCE: 2 

90 Met Asn Phe Val Leu Ser Ser He Phe Leu Ala Leu He Leu Lys Gly 
'91 15 10 15 

93 Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys 
s 94 20 25 30 

1 96 Pro Gly Gly Pro Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

97 35 40 45 

99 Ser Ser Tyr Gly Met Ser Trp Val Arg Gin Thr Pro Glu Lys Arg Leu 

100 50 55 60 

102 Glu Trp Val Ala Thr He Ser Thr Gly Gly Ser Tyr Thr Tyr Tyr Pro 

103 65 70 75 80 

105 Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn 

106 85 90 95 

108 Ala Leu Tyr Leu Gin Met Ser Ser Leu Arg Ser Glu Asp Thr Ala He 

109 100 105 110 

111 Tyr Tyr Cys Ala Arg Arg Gly Asp Ala Trp Gly Asn Leu Asp Tyr Trp 

112 115 120 125 

114 Gly Gin Gly Thr Ser Val Thr Val Ser Ser 

115 130 135 

119 <210> SEQ ID NO: 3 

120 <211> LENGTH: 381 

121 <212> TYPE: DNA 

122 <213> ORGANISM: Mus musculus 

124 <220> FEATURE: 

125 <221> NAME/KEY: CDS 

126 <222> LOCATION: (1)..(381) 

128 <220> FEATURE: 

129 <223> OTHER INFORMATION: Figure 1(B): Light chain variable region of mouse 

130 VTml.l antibody (MuVTml.l). 
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132 


<400> SEQUENCE: 


3 


























133 


atq 


qtt 


ttc 


aca 


cct 


cag 


ata 


ctt 


ana 

y y <x 


ctt 


atg 


ctt 


ttt 


taa 
L y y 


att 


tea 


48 


134 


Met 


Val 


Phe 


Thr 


Pro 


Gin 


He 


Leu 


Glv 


Leu 


Met 


Leu 


Phe 


TrD 


He 


Ser 




135 


1 








5 










10 










15 






137 


qcc 


tec 


aqa 


QQt 


gat 


att 

y u l_ 


at a 


eta 


act 


cag 


tct 


cca 


gec 


acc 


eta 

^ L-y 


tct 


96 


138 


Ala 


Ser 


Arq 


Gly 


Asp 


Val 


Val 


Leu 


Thr 


Gin 


Ser 


Pro 


Ala 


Thr 


Leu 


Ser 




139 








20 










25 










30 








141 


gtg 


act 


cca 


gga 


gat 


age 


ate 


agt 


ctt 


tec 


tar 1 




gec 


agt 


caa 


act 


144 


142 


Val 


Thr 


Pro 


Gly 


Asp 


Ser 


Val 


Ser 


Leu 


Ser 


Cys 


Ara 


Ala 


Ser 


Gin 


Thr 




143 






35 










40 










45 










145 


att 


age 


aac 


aac 


eta 


cac 


taa 
u y y 


tat 


caa 


cac 


aaa 


tea 


cat 


aaa 
y "-y 


tct 


cca 


192 


146 


lie 


Ser 


Asn 


Asn 


Leu 


His 


Trp 


Tyr 


Gin 


His 


Lys 


Ser 


His 


Glu 


Ser 


Pro 




147 




50 










55 










60 












149 


agg 


ctt 


etc 


ate 


aag 


tct 


get 


tec 


cag 


tec 


ate 


tct 


ddd 

y y y 


ate 


ccc 


tec 


240 


150 


Arg 


Leu 


Leu 


He 


Lys 


Ser 


Ala 


Ser 


Gin 


Ser 


He 


Ser 


Glv 


He 


Pro 


Ser 




151 


65 










70 










75 










80 




153 


agg 


ttc 


agt 


ggc 


agt 


aaa 


tea 


ggg 


aca 


aat 
y 


ttc 


act 


etc 


aat 


ate 


aac 


288 


154 


Arg 


Phe 


Ser 


Gly 


Ser 


Gly 


Ser 


Gly 


Thr 


Asp 


Phe 


Thr 


Leu 


Ser 


He 


Asn 




155 










85 










90 










95 






157 


agt 


gtg 


gaa 


act 


gaa 


gat 


ttt 


gga 


atg 


tat 


ttc 


tgt 


caa 


cag 


agt 


tac 


336 


158 


Ser 


Val 


Glu 


Thr 


Glu 


Asp 


Phe 


Gly Met 


Tyr 


Phe 


Cys 


Gin 


Gin 


Ser 


Tyr 




159 








100 










105 










110 








161 


age 


tgg 


ccg 


etc 


acg 


ttc 


ggt 


get 


ggg 


acc 


aag 


ctg 


gag 


ctg 


aaa 




381 


162 


Ser 


Trp 


Pro 


Leu 


Thr 


Phe 


Gly Ala 


Gly 


Thr 


Lys 


Leu 


Glu 


Leu 


Lys 






163 






115 










120 










125 










166 


<210> SEQ ID NO: 


: 4 


























167 


<211> LENGTH: 127 


























168 


<212> TYPE: 


PRT 




























169 


<213> ORGANISM: 


Mus 


musculus 




















171 


<220> FEATURE: 




























172 


<223> OTHER 


INFORMATION: 


: Figure 


1(B) 


: Light 


chain variable region 


nf mou^p 


173 




VTml.l antibody (MuVTml.l). 


















175 


<400> SEQUENCE: 


4 


























176 


Met 


Val 


Phe 


Thr 


Pro 


Gin 


He 


Leu 


Gly 


Leu 


Met 


Leu 


Phe 


Trp 


He 


Ser 




177 


1 








5 










10 










15 






179 


Ala 


Ser 


Arg 


Gly 


Asp 


Val 


Val 


Leu 


Thr 


Gin 


Ser 


Pro 


Ala 


Thr 


Leu 


Ser 




180 








20 










25 










30 








J. O £» 


Val 


Thr 


Pro 


Gly 


Asp 


Ser 


Val 


Ser 


Leu 


Ser 


Cys 


Arg 


Ala 


Ser 


Gin 


Thr 




183 






35 










40 










45 










185 


He 


Ser 


Asn 


Asn 


Leu 


His 


Trp 


Tyr 


Gin 


His 


Lys 


Ser 


His 


Glu 


Ser 


Pro 




186 




50 










55 










60 












188 


Arg 


Leu 


Leu 


He 


Lys 


Ser 


Ala 


Ser 


Gin 


Ser 


He 


Ser 


Gly 


He 


Pro 


Ser 




189 


65 










70 










75 










80 




191 


Arg 


Phe 


Ser 


Gly 


Ser 


Gly 


Ser 


Gly 


Thr 


Asp 


Phe 


Thr 


Leu 


Ser 


He 


Asn 




192 










85 










90 










95 






194 


Ser 


Val 


Glu 


Thr 


Glu 


Asp 


Phe 


Gly 


Met 


Tyr 


Phe 


Cys 


Gin 


Gin 


Ser 


Tyr 




195 








100 










105 










110 








197 


Ser 


Trp 


Pro 


Leu 


Thr 


Phe 


Gly 


Ala 


Gly 


Thr 


Lys 


Leu 


Glu 


Leu 


Lys 






198 






115 










120 










125 
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<210> SEQ ID NO: 


: 5 


























*5 f\ *3 


<211> LENGTH: 414 


























o rt a 


<212> TYPE: DNA 






























<213> ORGANISM: 


Mus* 


musculus 






















<220> FEATURE: 




























o ri p 


<221> NAME/KEY: 


CDS 


























Z\Jj 


<222> LOCATION: 


(1) • 


.(414) 






















91 1 
Z ±± 


<220> FEATURE: 




























zlz 


<223> OTHER INFORMATION 


: Figure 


2(A) 


: Heavy 


chain variable region 


of 




humanized 


VTml 


. .1 antibody 


( HuVTml . 


.1) . 














91 ^ 
^ J. D 


<400> SEQUENCE: 


5 


























91 C 


atg aac ttt gtg 


etc 


age 


t ca 


att 


ttc 


ctt 


gec 


etc 


att 


tta 


aaa 


qqa 


48 


91 7 


Met Asn Phe Val 


Leu 


Ser 


Ser 


lie 


Phe 


Leu 


Ala 


Leu 


He 


Leu 


Lvs 


Gly 




9 1 Q 


1 


5 










1 0 

J. \J 










15 






9 9 n 


gtc cag tgt gaa 


gtg 


caa 


c\~ CI 
u uy 


cr t n 

y L y 


y ay 


t CO 


a ci a 

y y y 


yy a. 


aac 

y y v - 


tta 


crtcr 

y uy 


cag 


96 


9 91 
^ Z _L 


Val Gin Cys Glu 


Val 


Gin 




Val 


Glu 


Ser 


Glv 


Glv 


Glv 


Leu 


Val 


Gin 




9 9 9 

zzz 


20 










25 










30 








9 O A 


cct gga ggg tec 


ctg 


aga 


t c* 


t r* r* 


tat 
uy u 


gca 


gec 


tct 


y y a. 


ttc 


act 


ttc 


144 


one 

Z Z J 


Pro Gly Gly Ser 


Leu 


Arg 


Leu 


Ser 


Cys 


Ala 


Ala 


Ser 


Glv 


Phe 


Thr 


Phe 




^ Z O 


35 








40 










45 










ZZO 


agt agt tat ggc 


atg 


tct 


tgg 


gtt 


cgc 


cag 


QCt 


CCQ 


QQt 
_J zj 


aaq 


QQt 


ctq 


192 


99 Q 
Z Zz> 


Ser Ser Tyr Gly Met 


Ser 


Trp 


Val 


Aver 


Gin 


Ala 


Pro 


Glv 


Lvs 


Glv 


Leu 




O "3 fi 
zOU 


50 






55 










60 












O Q O 


gag tgg gtc gca 


acc 


att 


agt 


act 


ggt 


ggt 


agt 


tac 


acc 


tac 


tac 


cca 


24 0 


O "3 "3 
Z J J 


Glu Trp Val Ala 


Thr 


He 


Ser 


Thr 


Gly 


Gly 


Ser 


Tyr 


Thr 


Tyr 


Tyr 


Pro 




zJ4 


65 




70 










75 










80 




O *2 C 
ZJD 


gac agt gtg aag 


ggt 


cga 


ttc 


acc 


ate 


tec 


aga 


gac 


aat 


tec 


aag 


aac 


288 


ZD / 


Asp Ser Val Lys 


Gly Arg 


Phe 


Thr 


He 


Ser 


Arg 


Asp 


Asn 


Ser 


Lys 


Asn 




O *3 P 
z jO 




85 










90 










95 






9 A fi 
Z ft U 


acc ctg tat ctg 


caa 


atg 


aac 


agt 


ctg 


agg 


get 


gag 


gac 


acg 


gee 


gta 


336 


9 A 1 
Z4i 


Thr Leu Tyr Leu 


Gin 


Met 


Asn 


Ser 


Leu 


Arg 


Ala 


Glu 


Asp 


Thr 


Ala 


Val 




9 A 9 
Z4z 


100 










105 










110 








9 A A 
z ft fi 


tat tac tgt gca 


aga 


egg 


ggg 


gac 


gca 


tgg 


ggt 


aac 


ttg 


gac 


tac 


■tgg 


384 


9 A R 
z4 J 


Tyr Tyr Cys Ala 


Arg 


Arg 


Gly 


Asp 


Ala 


Trp 


Gly 


Asn 


Leu 


Asp 


Tyr 


Trp 




OA £ 
Z4 D 


115 








120 










125 










z4 O 


ggt caa gga acc 


tta 


gtc 


acc 


gtc 


tec 


tea 














Aid 
H -L *r 


Til Q 

z4 y 


Gly Gin Gly Thr 


Leu 


Val 


Thr 


Val 


Ser 


Ser 
















9 Rn 

Z 


130 






135 






















253 


<210> SEQ ID NO 


: 6 


























254 


<211> LENGTH: 138 


























255 


<212> TYPE: PRT 




























256 


<213> ORGANISM: 


Mus 


musculus 




















258 


<220> FEATURE: 




























259 


<223> OTHER INFORMATION 


: Figure 


2(A) 


: Heavy 


chain variable : 


region 


Of 


260 


humanized 


VTml.l antibody 


( HuVTml 


.1). 














262 


<400> SEQUENCE: 


6 


























263 


Met Asn Phe Val 


Leu 


Ser 


Ser 


He 


Phe 


Leu 


Ala 


Leu 


He 


Leu 


Lys 


Gly 




264 


1 


5 










10 










15 






266 


Val Gin Cys Glu 


Val 


Gin 


Leu 


Val 


Glu 


Ser 


Gly 


Gly Gly 


Leu 


Val 


Gin 
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267 








20 










25 










30 








£t O J 


Pro Gly Gly 


Ser 


Leu 


A T*CT 


Leu 


Ser 


Cys 


Ala 


Ala 


Ser 


Glv 


Phe 


Thr 


Phe 




270 






35 










40 










45 










010 


Ser 


Ser 


Tyr 


Glv 


Met 


Ser 


T*rr> 


Val 


fti y 


Gin 


Ala 


Pro 


Glv 


Lys 


Glv 


Leu 




273 




50 










55 










60 












275 


Glu 


Trp 


Val 


Ala 


Thr 


He 


Ser 


Thr 


Glv 


Glv 


Ser 


Tvr 

j. jr j- 


Thr 


Tvr 


Tvr 


Pro 




276 


65 










70 










75 










80 




278 


Asp 


Ser 


Val 


Lys 


Gly 


Arg 


Phe 


Thr 


He 


Ser 


Arcr 


Asp 


Asn 


Ser 


Lys 


Asn 




279 










85 










90 










95 






281 


Thr 


Leu 


Tyr 


Leu 


Gin 


Met 


Asn 


Ser 


Leu 


Arcr 


Ala 


Glu 


Asp 


Thr 


Ala 


Val 




282 








100 










105 










110 








284 


Tyr 


Tyr 


Cys 


Ala 


Arg 


Arg 


Gly 


Asp 


Ala 


Trn 


Glv 


Asn 


Leu 


Asp 


Tvr 


Trp 




285 






115 










120 










125 










287 


Gly 


Gin 


Gly 


Thr 


Leu 


Val 


Thr 


Val 


Ser 


Ser 
















288 




130 










135 






















292 


<210> SEQ ID NO: 


: 7 


























293 


<211> LENGTH: 381 


























J *± 


<212> TYPE: 


DNA 




























295 


<213> ORGANISM: 


Mus 


musculus 




















£t -? / 


<220> FEATURE: 




























^ 3 \j 


<221> NAME/KEY: 


CDS 


























299 


<222> LOCATION: 


(1). 


.(381) 






















J v JL 


<220> FEATURE: 




























302 


<223> OTHER 


INFORMATION 


: igure 2(B) 


: Light chain variable region 


of 


303 




humanized 


VTml . 1 antibody 


( HuVTml , 


•1) 














10 S 

Jv J 


<4 00> SEQUENCE: 


7 


























306 


atg 


gtt 


ttc 


aca 


cct 


cag 


ata 


ctt 


gga 


ctt 


atg 


ctt 


ttt 


tgg 


att 


tea 


48 


307 


Met 


Val 


Phe 


Thr 


Pro 


Gin 


He 


Leu 


Gly 


Leu 


Met 


Leu 


Phe 


Trp 


He 


Ser 




J \J o 


1 








5 










10 










15 






310 


gcc 


tec 


aga 


ggt 


gaa 


att 


gtg 


eta 


act 


cag 


tct 


cca 


gcc 


ace 


ctg 


tct 


96 


311 


Ala 


Ser 


Arg 


Gly 


Glu 


He 


Val 


Leu 


Thr 


Gin 


Ser 


Pro 


Ala 


Thr 


Leu 


Ser 




312 








20 










25 










30 








314 


gtg 


tct 


cca 


gga 


gaa 


aga 


gcc 


act 


ctt 


tec 


tgc 


agg 


gcc 


agt 


caa 


act 


144 


315 


Val 


Ser 


Pro 


Gly 


Glu 


Arg 


Ala 


Thr 


Leu 


Ser 


Cys 


Arg 


Ala 


Ser 


Gin 


Thr 




316 






35 










40 










45 










318 


att 


age 


aac 


aac 


eta 


cac 


tgg 


tat 


caa 


caa 


aaa 


cca 


ggt 


cag 


get 


cca 


192 


319 


He 


Ser 


Asn 


Asn 


Leu 


His 


Trp 


Tyr 


Gin 


Gin 


Lys 


Pro 


Gly 


Gin 


Ala 


Pro 




320 




50 










55 










60 












322 


agg 


ctt 


etc 


ate 


aag 


tct 


get 


tec 


cag 


tec 


ate 


tct 


ggg 


ata 


ccc 


gcc 


240 


323 


Arg 


Leu 


Leu 


He 


Lys 


Ser 


Ala 


Ser 


Gin 


Ser 


He 


Ser 


Gly 


He 


Pro 


Ala 




324 


65 










70 










75 










80 




326 


agg 


ttc 


agt 


ggc 


agt 


gga 


tea 


ggg 


aca 


gat 


ttc 


act 


etc 


act 


ate 


age 


288 


327 


Arg 


Phe 


Ser 


Gly 


Ser 


Gly 


Ser 


Gly 


Thr 


Asp 


Phe 


Thr 


Leu 


Thr 


He 


Ser 




328 










85 










90 










95 






330 


agt 


ctg 


gaa 


tct 
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